Radiological and hormonal data of patients with pituitary adenoma by MRI were reviewed for the period
P
ituitary adenomas (PA) are a diverse group of tumors arising from the pituitary gland. Historically, PA have been classified according to size. If the tumor is 10 mm or larger, it is considered a macroadenoma; if less than 10 mm, a microadenoma. Microadenomas are slightly more common than macroadenomas (57.4% vs. 42.6%). 1 The prevalence data are important for the estimation of disease burden in populations and are often used to calculate health care resource distribution within and among clinical specialties. Existing data on the prev- MAIN OUTCOME MEASURES: Prevalence of PA and hormonal abnormalities. RESULTS: Of 537 patients; 249 subjects (46.4%), 70 (28.1%) males and 179 (71.9%) females, were diagnosed to have PA with mean age 36.3 (14.1) years. Microadenoma and macroadenoma were seen in 171 (69%) and 78 (31%) subjects, respectively. Microadenomas were more prevalent than macroadenomas (68.7% vs. 31.3%). Microadenomas were significantly more prevalent in females, 131 (73.2 %) vs. 40 (57.1%) whereas macroadenomas were significantly more prevalent in males, 30 (42.9%) vs. 48 (26.8%) (P<.001 for both comparisons). Patients with microadenomas were significantly younger than patients with macroadenomas (P<.0001). Advanced age was significantly associated with a larger PA size (r=0.39, P<.0002). Three types of hyperfunctioning PA were seen: prolactinoma, somatotroph adenoma, and corticotroph adenoma. Five types of hypofunctioning PA were seen: panhypopituitarism, secondary hypogonadism, growth hormone deficiency, central hypothroidism and central adrenal insufficiency. Non-functioning PA were within normal laboratory hormonal values in 2% of cases.
CONCLUSION:
Our study showed that the prevalence of PA was greater than previously reported. This increased prevalence may have important implications when prioritizing funding for research and treatment of PA.
LIMITATIONS:
Clustering of cases within the study region might have affected estimates and limited study sample size.
alence of PA are discordant. Given the small size of many PA and their propensity to exist without symptoms or with only insidious, nonspecific symptoms, it is a challenge to accurately measure the prevalence of PA in the general population. Histological analysis of autopsy specimens and radiologic (computed tomography [CT] and magnetic resonance imaging [MRI] ) data from patients being treated or studied for conditions related and unrelated to pituitary disease are the two principal methods that have been used to estimate the population prevalence of PA.
Many studies have been performed using these two approaches to define the prevalence of PA. However, PAs constitute 10% to 15% of intracranial tumors in surgical specimens and both methods have generated estimates ranging from 1% to 30%. [2] [3] [4] PA are also categorized based on primary cell origin and type of hormone secreted. If the PA does not secrete a sufficient level of hormones to be detectable in the blood or to result in clinical manifestations, it is considered nonfunctioning. Prolactinomas comprise 40% to 57% of all PA, followed by non-functioning adenomas (28% to 37%), growth hormone-secreting adenomas (11% to 13%), and adrenocorticotropic hormone secreting adenomas (1% to 2%). PA that secrete follicle-stimulating hormone, luteinizing hormone, or thyroid-stimulating hormone are rare. 1, 5 Existing epidemiological data suggest that the incidence of PA is rising, although it is difficult to determine whether this is due to widespread access to CT or MRI and accurate biochemical testing, leading to improved recognition of clinically relevant PA. 6 The uncertainty regarding the true prevalence of clinically active PA led us to undertake a retrospective epidemiological study of the presence of PA in a defined geographical area in Jeddah, Saudi Arabia.
PATIENTS AND METHODS
All MRI pituitary records for the period between January 2008 and December 2015 were collected from the radiology department database at King Fahad Armed Forces Hospital, Jeddah, Saudi Arabia. The records of subjects with incomplete clinical records or a repeat MRI were excluded. The MRIs and clinical records of the remaining subjects were analyzed. Information was collected from clinical case records at the endocrinology or other services and from data on hormonal analysis, including neurodynamic tests. MRI pituitary radiological findings reported by our the center radiologists were reviewed.
The PA were divided according to their size on MRI scan into microadenoma (less than 10 mm in diameter) and macroadenoma (more than or equal to 10 mm in diameter). The PA were further subclassified as having lactotroph-secreting adenoma, panhypopituitarism, somatotroph adenoma, non-functioning pituitary, secondary hypogonadism, growth hormone deficiency, corticotroph adenoma, secondary adrenal insufficiency or central hypothyroidism.
Continuous variables were described by means and standard deviations. Univariate analysis of baseline demography between groups were done using unpaired t tests and chi-square tests. The Pearson test was used for correlation of age with PA size. A P value <.05 was chosen to represent statistical significance. The statistical analysis was conducted with SPSS version 22.0 for Windows.
RESULTS
From an initial screening of 630 subjects, 93 were excluded from the study as they had either incomplete clinical records or the MRI was a repeat. Over the 7-year period, MRIs of the pituitary were performed on the remaining 537 patients. About half (n=249, 46.4%) were diagnosed with PA. In this sample, 65% of patients were younger than 40 years old. The mean and median ages were 36 and 33 years (range 13 to 90 years), respectively. Females were younger than males (34.6 [11.5] (Figure 1) , although for PA size less than 10 mm, the correlation was weak and statistically nonsignificant. Three types of hyperfunctioning PA were seen: prolactinoma, somatotroph adenoma, and corticotroph adenoma. Five types of hypofunctioning PA were seen: panhypopituitarism, secondary hypogonadism, growth hormone deficiency, central hypothyroidism and central adrenal insufficiency. Non-functioning PA were within normal laboratory hormonal values in 2% of cases.
DISCUSSION
PAs are the most common intracranial neoplasm comprising approximately 5% to 20% of primary central nervous system tumors, which translates into a relatively low prevalence. Epidemiologic studies are limited by their dependence on population-specific registries, which subject them to bias from regional influences such as diagnostic practices, reporting patterns, and case definitions. There are limited data on the prevalence of PAs despite epidemiologic, postmortem, and radiologic studies. In general, the incidence of PA is higher in more recent than in older studies, probably due to improved endocrinological and radiological diagnosis, and increased neurosurgical interest in these lesions. 1, [7] [8] [9] There was a wide range in PA prevalence estimates in individual studies, from 1% to nearly 40% in the imaging studies (40% is a lower prevalence than in our report) and from approximately 1% to 35% in the postmortem studies. The overall estimated prevalence of PA across both groups of studies was 16.7%. 1, [10] [11] [12] [13] [14] [15] [16] [17] [18] [19] [20] We found that 68.7% of PA were microadenomas. This is a higher prevalence than previously reported (57.4%). The 31.3% prevalence for macroadenoma was lower than previously reported (42.6%). 1 Unrecognized macroadenomas and macroadenomas are probably common. 3, 21 It should be taken into account that PAs mostly affect young and economically active individuals in whom diagnostic delay translates into loss of productivity. These data highlight the need for increasing the awareness of these treatable conditions, thereby minimizing the adverse sequelae of late diagnosis.
The 249 patients with clinically relevant PA identified in a population of 300 000 translates to a mean prevalence of 83 cases per 100 000 population, which is similar to a report from Fernandez et al (77.6 cases per 100 000). Furthermore, data extracted from tertiary referral centres are influenced by selection bias and by wide variations in referral patterns. Davis et al found prevalence figures for prolactinoma, nonfunctioning adenoma, somatotrophinomas and corticotrophinomas of 6-10 cases/ per 100 000, 7-9 cases per 100 000, 4-6 cases per 100 000 and 2-3 cases per 100 000, respectively, which is a higher prevalence than in our report ( Table 2) . 22, 34, 35 Compared with reports from Western countries and nationally, our series revealed the following special features: The percentage of PAs (46%) was relatively high, the percentage of microadenomas (68.7%) was relatively high, prolactinoma was the most common type (73.5%), and there were more females than males with prolactinomas (81.4% vs. 18.6%). The higher prevalence of PA is probably attributable not only to advances in (and easier access to) diagnostic tools (imaging and hormonal assays), but also and importantly, to the increased awareness and higher index of suspicion. Also, underdiagnosis of this condition cannot be excluded. Another factor may be that most of our patients were referred to endocrinology service for evaluation of hyperprolactinemia. Our department protocol is to obtain an MRI for all cases of high serum prolactin if elevation persists on two samples.
MRI imaging is the procedure of choice in the evaluation of sellar masses. 23 The diagnostic approach to suspected PA depends on presenting symptoms and hormone values. There is no evidence from controlled trials to guide a specific investigative approach, and recommendations are based largely on expert opinion and extrapolation from observational studies.
24-29 A patient who presents with symptoms of hormone excess likely has a functioning adenoma. Evaluation can be geared toward the specific hypersecretory syndrome. Approximately 65% of PA secrete a hormone causing typical hypersecretory syndromes. 30 The remaining (35%) do not secrete a hormone and are thus referred to as nonfunctioning (or nonsecreting) adenomas. Due to compression of pituitary tissue, pituitary stalk and its vascular supply, partial or total hypopituitarism may occur, resulting in a deficit of production of some or all pituitary hormones. 2 The most common pituitary deficit in these patients is hypogonadism. 31 Hypogonadotropic hormone deficiencies should also be evaluated because hypopituitarism is present in up to 30% of adenomas, and because of the need to address deficiencies in future treatment regimens. 1, 27 Our study showed a high percentage of PA with hormonal secretion (78%); the remaining PA were either nonsecreting adenomas (2%) or hypofunctioning adenomas (20%).
In the current study, prolactinomas comprised 73.5% of the entire series. which is higher than previously reported (66%). The majority were microadenomas (73.2%) that were mostly in female patients in keeping with previous data from surgical series and immunohistochemical studies of autopsy data (76%). Despite the fact that the majority of prolactinomas were small, the attendant use of health care resources appears sizable, given the performance of multiple MRI scans, dynamic pituitary function tests, and the frequent requirement for medical or surgical therapy. 1, 22, 32, 33 Autopsy and radiology estimates do not include clinical correlates, such as symptoms and hormonal data, whereas the strength of the current study is that it included clinically relevant PA that had already been diagnosed with verifiable hormonal and radiological profiles. A potential limitation is the possibility of clustering of cases within the study region and the effect that might have had on our estimates. In addition, the current study population is limited in size and therefore may underestimate the true prevalence of PA in the general population.
In conclusion, the current study is the first to report a high frequency of PA in Saudi Arabia. In the absence of registry data, larger cooperative studies involving diverse population samples from multiple centers should help to provide further information on the true prevalence of PA nationally.
